While most cases of cervical lymphadenopathy resolve with conservative management, persistent adenopathy can lead to costlyinvestigations and invasive treatments. One cause of persistentadenopathy, as wellas a variety of otherassociated systemicsymptoms, is Kikuchi-Fujimoto disease (histiocyticnecrotizing lymphadenitis). This rare entity can be diagnosed only by excisional biopsyon the basis ofitscharacteristic histologicappearance. Wedescribe a case of persistent cervical lymphadenopathy secondary to Kikuchi-Fujimoto disease in an l l-year-old girl.
Introduction
Cervical lymphadenopathy is a common problem in the pediatric population. Concomitant systemic signs and symptoms are variable and may not be helpful in establishing a diagnosis. While most cases resolve with conservative management, persistence of adenopathy can lead to costly investigations and invasive treatments. One cause of persistent adenopathy, as well as a variety of other associated systemic symptoms, is Kikuchi-Fujimoto disease (histiocytic necrotizing lymphadenitis). Otolaryngologists should be aware of this rare condition as patients with persistent cervical adenopathy are often referred to us for evaluation and treatment. We describe a new case of persistent cervical lymphadenopathy secondary to Kikuchi-Fujimoto disease .
Case report
An l l-year-old girl with no previous medical problems presented to the pediatric service with a 4-week history of rash, joint pain, and intermittent fevers. Her rash, which was maculopapular in character, had started on her thighs and buttocks and later appeared on her left arm . Her arthralgia was concentrated in both knees and ankles and in her left wrist and left thumb. She denied cough, runny nose, and urinary disorders, and she had no known sick contacts.
On physical examination, the patient was in no acute distress. Her temperature was 38.9°C. Prominent left cervical lymphadenopathy was present as a 4 x 8-cm conglomerate of level II and III nodes, which were tender to palpation. No axillary or inguinal adenopathy was found. Findings on heart and lung examinations were normal, but the abdominal examination elicited a small amount of epigastric tenderness. Examination of the extremities revealed a limited range of motion of the ankles and left wrist secondary to discomfort, but there was no joint swelling, erythema, or warmth. A fine papular rash was present on the anterior left forearm.
Abnormal laboratory values included the erythrocyte sedimentation rate (ESR), 85 mm/hr (range of normal: revealed d iffuse cervical lymphadenop ath y, including a 2 x 2-cm mass in left level II (figure 1). Addi tiona l CT of th e chest, abdo me n, an d pelvis revealed no fu rth er ade no pa thy.
The pa tient was adm itte d to the hospital and placed on bro ad -spectrum antibiotics. Her temperature continued to spike to 41°C despite scheduled acetami no ph en and ibu profen .Shewas taken to th e op erating room for op en cervical biopsy for suspected lymphoma.
Histologically, th e lymph node demonstrated extensive in farctive-type necrosis with adjacent subcapsular proliferation of mononuclear cells of var ying sizes in addition to lymphocytes (figur e 2, A). On higher m agnification, the necrotic areas demonstrated single-cell necro sis and abunda nt kar yorrhexis (figur e 2, B). The cellular areas were m ad e up of atypical histiocytes with elonga ted, twisted nuclei and scant cytoplasm; immunobl asts (transforme d lymphocytes) with vesicular ch romatin, large ro und nuclei, and prominent nucleoli; and lymphocytes (figure 2, C) . Immunohistochem ical stai ni ng revealed posi tivity for histiocytic markers MAC387 and CD 68 in most of th e larger cells (figure 2, D). Neutrophils and plasma cells were not seen . Flow cyto me try was negati ve fo r m onoclonality.A diagnosis of Kikuchi-Fuj imoto disease was mad e.
In add ition to non steroid al me dication , th e patien t was tr eated with 1 week of steroids followed by a tap er. She became afebrile after 48 hours of tr eatment, and she exp erienced a signific ant reduction in her adenopathy after 1 week.
Discussion
Kikuchi -Fujimoto disease was first reported in 1972 independently by Japan ese pathologists Kikuchi' and Fujimoto et al.' They described a distinctive syndr ome of necrotizin g lymphadenitis with a chara cteristic histologic appearance . It is gene rally believed th at prior to their descriptions, many patients with thi s d isease had been erroneo usly d iagno sed with lym phoma. ' Epidemiology. The incid en ce of Kikuch i-Fujimo to disease is unknown , bu t we do know th at it is m or e pr evalent in women th an m en (ratio: 4:1).4 It is most common in the Asian population ,but it has been reported in m any countries and in different racial gro ups. Wh ile th e reported age ofonset ranges between 20 and 70 years, most affected patients are younger th an 30 years.' Only a few pediatric cases have been reported." Presentation. Symptoms typ ically develop over a period of2 to 3 weeks.The mo st common clinical feature is cervic al adenopathy that is typi cally tender to palpation. Other lym ph node basins m ay be affected. Relap sin g lymphad enop athy occurs in 3 to 4% of patients." Fever is pr esent in 30 to 50% of cases." Rash an d arthralgia, as expe rienced by our pat ient, have been well described, but th ey are not universal.' Other potential signs include weight loss, nau sea, head ach e, and fatigue. Laboratory studies commonlydet ect leukopenia, and lymphocytosis and atypical lymphocytes are oft en seen in peripheral blood. The ESR is frequently elevated, as are lactate dehydr ogen ase and transaminase levels. Pathology. Kikuchi bodies, DNA deposition along vessel walls, and plasma cell infiltrate. Non-Hodgkin lymphoma has a more monotonous population of B lymphocytes, whereas Hodgkin disease exhibits Reed-Sternberg cells and neutrophilic infiltrates, which form microabscesses.
In our patient, the lymph node demonstrated paracortical necrosis, histiocytes, immunoblasts,and an absence of neutrophils and plasm a cells-findings consistent with Kikuchi-Fujimoto disease.
Etiology. The etiology of Kikuchi-Fujimoto disease is unknown. An infectious or autoim m une basis has been suggested. The clinical and histologic presentation suggests a hyperimmune reaction of T cells, but the identity of the tri gger for thi s reaction remains elusive. Treatment. The standard of care for patients with Kikuchi-Fujimoto disease is sym ptomatic treatment with nonsteroidal anti-inflammatory medications.I I In general, the prognosis is excellent. V Spontaneous improvement and resolution of symptoms can be expected within months. In rare cases, the disease may persist for years and relapse m ay occur. 8 Systemic steroids have been found to be beneficial in a sm all number of patients with severe or recurrent syrnptoms.!' Myocarditis, aseptic meningitis, cerebellar ataxia, delirium, and death have been reported in rare cases. 14 -16 In conclusion, although Kikuchi-Fujimoto disease is rare, otolaryngologists should be familia r with it as a cause of persistent cervical lymphadenopathy in thepediatric population. In the setting of persistent adenopathy, high fevers, and other system icsigns and symptoms,early open biopsy may be warranted.With Kikuchi-Fujimoto disease considered as part of the differential diagnosis, otolaryngologists can prompt pathologists to look for the features specific to this disease process. Early biopsy and diagnosis can help minimize unnecessary testing and potentially harmful treatments.
